• Figure S1 : Flow-chart for the primary outcome of the PREDIMED trial.
: Flow-chart for the primary outcome of the PREDIMED trial. : Total indicates the maximum number of participants included with genotype data and demographic, anthropometric, adherence to MedDiet, physical activity and clinical variables. For dietary intake obtained by food-frequency questionnaires n = 7040 subjects were analyzed after exclusion of n = 58 subjects with invalid data. Biochemical data were available for fasting glucose (n = 6716 participants) total cholesterol (n = 6834 participants), HDL cholesterol (n = 6753 participants), LDL cholesterol (n = 6698 participants), and triglycerides (n = 6795 participants ,194) . Cox regression models with outcome of T2D incidence by the CLOCK-rs4580704 SNP (CC versus carriers of the G-allele) were multivariable adjusted for each stratum and the corresponding hazard ratios (HR) and 95%CI were obtained in the multivariable adjusted models. CC subjects were considered the reference category and HR for G-carriers versus CC were estimated. HR1: model adjusted for sex, age and field center. HR2: Models additionally adjusted for BMI, drinking, smoking, physical activity, medications and total energy intake at baseline. Table S3 . Incidence rate and hazard ratios (HR) for total cardiovascular diseases (CVD) depending on the CLOCK -rs4580704. Total and stratified by T2D status at baseline
Whole population (n = 7,098)
Model 1 Model 2
P (interaction CLOCK x T2D status)
T2D subjects (n = 3,427)
Model 1 Model 2 *: Crude incidence rates were expressed per 1000 person-years of follow-up Model 1: Adjusted for sex, age, center and dietary intervention group.
Model 2: Adjusted for variables in model 1 plus BMI, diabetes, drinking, smoking, physical activity, medication (hypertension, dyslipemia and glucose), adherence to the Mediterranean Diet and total energy intake at baseline.
P for interaction terms between the CLOCK SNP (as general genetic model) with T2D were estimated in the corresponding multivariable model. Figure S3 : Cumulative stroke-free survival by CLOCK-rs4580704 genotypes in T2D subjects at baseline (n=3,427). Cox regression models with outcome of stroke incidence by the CLOCKrs4580704 SNP were multivariable adjusted. Hazard ratios (HR) and 95%CI were obtained in the multivariable adjusted models. CC subjects were considered the reference category and HR for Gcarriers versus CC were estimated in the model adjusted for sex, age, field center, dietary intervention group, BMI, drinking, smoking, physical activity, medications and total energy intake at baseline. Table S4 . Incidence rate and hazard ratios (HR) for stroke depending on the CLOCK -rs4580704 in T2D subjects and stratified by dietary intervention MedDiet (n = 2,304)
Model 1 Model 2 P (interaction CLOCK x MedDiet intervention)
Control group (n = 1,123)
*: Crude incidence rates were expressed per 1000 person-years of follow-up MedDiet, Mediterranean diet; EVOO, extra virgin olive oil.
Model 1: Adjusted for sex, age, center and dietary intervention group.
Model 2: Adjusted for variables in model 1 plus BMI, drinking, smoking, physical activity, medication (hypertension, dyslipemia and glucose), adherence to the Mediterranean Diet and total energy intake at baseline. P for interaction terms between the CLOCK SNP (as dominant) with dietary intervention (MedDiet vs Control group) were determined in the corresponding multivariable models.
